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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM.- COUNT: 
PATENT INFORMATION: 



2005: 101983 HCAPLUS 

Correction of: 2005:14607 
142:171158 

Correction of: 142:87734 
Gene expression that correlated with breast 
cancer recurrence and patient survival, and diagnostic 
and therapeutic uses thereof 

Erlander, Mark G.; Ma, Xiao-Jun; Wang, Wei; Wittliff, 
James L. 

Arcturus Bioscience, Inc., USA 

PCT Int. Appl., 53 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



WO 2005001138 
W 



RW: 



A2 20050106 WO 2004-US19451 20040618 

AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ , CA, CH, 

CN, CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FI , GB, GD, 

GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, 

LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NA, NI , 

NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, SL, SY, 

TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, YU, ZA, ZM, ZW 

BW, GH, GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM, ZW, AM, 

AZ, BY, KG, KZ, MD, RU, TJ, TM, AT, BE, BG, CH, CY, CZ, DE, DK, 

EE, ES, FI, FR, GB, GR, HU, IE, IT, LU, MC, NL, PL, PT, RO, SE, 

SI, SK, TR, BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, 



SN, TD, TG 
PRIORITY APPLN. INFO.: 



AB 



of a 



life 



US 2003-479963P P 20030618 

US 2004-545810P P 20040218 

The invention provides for the identification and use of gene 
expression profiles, or patterns, with clin. relevance to breast 
cancer. In particular, the invention provides the identities of genes 
that are correlated with patient survival and breast cancer recurrence. 
Four genes, DEEPEST/ASTRIN, RACGAP1, ZNF14 5/PLZF, MS4A7, were shown to be 
strong prognostic factors for predicting tumor recurrence after surgery 
and adjuvant therapies. The gene expression profiles may be 
embodied in nucleic acid expression, protein expression 
, or other expression formats and used to predict the survival 
of the subjects afflicted with breast cancer and to predict cancer 
recurrence. The profiles may also be used in the study and/or diagnosis 
of breast cancer cells and tissue, including the grading of invasive 
breast cancer, as well as for the study and/or determination of prognosis 

patient. When used for diagnosis or prognosis, the profiles may be used 
to determine the treatment of breast cancer based upon the likelihood of 



expectancy and recurrence. 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2004:718550 HCAPLUS 
141:241509 

Differentially expressed nucleic acids that 

correlate with KSP expression and their use 

as markers for diagnosis, classification, and 

treatment of cancer 

Huang, Pearl S.; Jackson, Jeffrey R. 

SmithKline Beecham Corporation, USA; Hedge, Priti S. 

PCT Int. Appl., 87 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



WO 2004074301 



PRIORITY APPLN 
AB 



A2 20040902 WO 2004-US4276 20040213 
W: AE, AE, AG, AL, AL, AM, AM, AM, AT, AT, AU, AZ, AZ, BA, BB, BG, 
BG, BR, BR, BW, BY, BY, BZ, BZ, CA, CH, CN, CN, CO, CO, CR, CR, 
CU, CU, CZ, CZ, DE, DE, DK, DK, DM, DZ, EC, EC, EE, EE, EG, ES, 
ES, FI, FI, GB, GD, GE, GE, GH, GM, HR, HR, HU, HU, ID, IL, IN, 
IS, JP, JP, KE, KE, KG, KG, KP, KP, KP, KR, KR, KZ, KZ , KZ, LC, 
LK, LR, LS, LS, LT, LU, LV, MA, MD, MD, MG, MK, MN, MW, MX, MX, 
MZ, MZ, NA, NI 

RW: BW, GH, GM, KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW, AT, BE, 
BG, CH, CY, CZ, DE, DK, EE, ES, FI , FR, GB, GR, HU, IE, IT, LU, 
MC, NL, PT, RO, SE, SI, SK, TR, BF, BJ, CF, CG, CI, CM, GA, GN, 
GQ, GW, ML, MR, NE, SN, TD, TG, BF, BJ, CF, CG, CI, CM, GA, GN, 
GQ, GW, ML, MR, NE, SN, TD, TG 

INFO.: US 2003-447842P P 20030214 

The present invention is based on the discovery of differentially 
expressed nucleic acid markers that correlate pos. or neg. with 
expression levels of the mitotic kinesin KSP (kinesin-like 1, also 
termed HsEgS) . Because KSP expression is increased in certain 
tumor types but not others, the markers can be used as surrogates for KSP 
(or alternatively in combination with KSP) to classify tumors into 
different general classes or types. The Human U133 chip set 
from Affymetrix comprising . apprx . 44 , 000 gene probes was used to show that 
breast infiltrating carcinomas fall into 3 classes. Tumors with normal 
KSP levels showed significant up-regulation of signal transduction genes, 
but significant down-regulation of cell cycle genes, whereas most tumors 
with high levels of KSP exhibited down -regulation of signal transduction 
genes and up-regulation of cell cycle genes. A third group of tumors 
having high KSP levels showed up-regulation of both signal transduction 
genes and cell cycle genes. Thus, a variety of classification, screening, 
diagnostic, and treatment methods are provided based upon these 
differentially expressed nucleic acids. Devices and kits for 
performing such methods are also disclosed. 
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HCAPLUS COPYRIGHT 2005 ACS on STN 
2004 : 355085 HCAPLUS 
140:369944 

Human tissue-specific housekeeping genes 

identified by expression profiling 

Aburatani, Hiroyuki; Yamamoto, Shogo 

NGK Insulators, Ltd., Japan 

PCT Int. Appl., 372 pp. 

CODEN: PIXXD2 

Patent 

Japanese 



FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 



PATENT 


NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 


WO 2004035785 






Al 




20040429 




WO 2002- 


JP10753 




20021016 


W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, CH, CN, 




CO, 


CR, 


CU, 


cz, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


ES, 


FI, 


GB, 


GD, GE, GH, 




GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


is, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, LR, LS, 




LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NO, 


NZ, 


OM, PH, PL, 




PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


si, 


SK, 


SL, 


TJ, 


TM, 


TN, 


TR, 


TT, TZ, UA, 




UG, 


UZ, 


vc, 


VN, 


YU, 


ZA, 


ZM, 


ZW 














RW: 


: GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM, AZ, BY, 




KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


BG, 


CH, 


CY, 


cz, 


DE, 


DK, EE, ES, 




FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


SK, 


TR, 


BF, BJ, CF, 




CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 




US 2004229233 




Al 




20041118 




US 2003- 


684422 




20031015 


PRIORITY APPLN. 


INFO 














US 2002- 


418614P 




P 20021016 



WO 2002-JP10753 W 20021016 

AB Housekeeping genes commonly expressed in 35 different 

human tissues, oligonucleotide probes and DNA microarrays containing 
them, are disclosed. 
REFERENCE COUNT: 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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ACCESSION NUMBER: 2004:697073 HCAPLUS 

DOCUMENT NUMBER: 141:241753 

TITLE: Cross -reactivity of antibodies to 

actin-depolymerizing factor/cof ilin family proteins 
and identification of the major epitope recognized by 
a mammalian actin-depolymerizing factor/cof ilin 
antibody 

Shaw, Alisa E.; Minamide, Laurie S.; Bill, Christine 
L. ; Funk, Janel D. ; Maiti, Sankar; Bamburg, James R. 
Department of Biochemistry and Molecular Biology, 
Molecular, Cellular, and Integrative Neurosciences 
Program, Colorado State University, Fort Collins, CO, 
USA 

Electrophoresis (2004), 25(15), 2611-2620 
CODEN: ELCTDN; ISSN: 0173-0835 
Wiley-VCH Verlag GmbH & Co. KGaA 
Journal 
English 

Members of the actin-depolymg . factor (ADF) /cof ilin family of proteins are 
expressed in all eukaryotic cells. In higher vertebrates, cells 
often express as many as three different ADF/cofilin genes and 
each of these proteins may be phosphorylated on serine 3, giving 
rise to up to six different species. Also, many avian, amphibian, and 
invertebrate systems have been useful in studying different aspects of 
ADF/cofilin function. Antibodies have been prepared against 
different members of the ADF/cofilin family, but no systematic examination 



AUTHOR (S) : 



CORPORATE SOURCE: 



SOURCE : 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
AB 



Of 



their cross-reactivity has been reported. Although ADF and cofilins 

within a single vertebrate species have about a 70% sequence homol . , 

antibodies often differentiate between these proteins. Here, 

Western blotting was used with chemi luminescence substrates of different 

sensitivities to determine the relative immunoreactivities of different 

polyclonal rabbit antibodies and a mouse 

monoclonal antibody to purified ADF/cofilins from 

plants, protists, nematodes, insects, echinoderms, birds, and mammals. 
From immunocross -reactivities and sequence alignments, the principal 
epitope in mammalian ADF and cofilin-1 recognized by an antibody 



raised against avian ADF was identified. The specificity of an 

antibody to the phosphopeptide epitope of metazoan ADF/cofilins 

was confirmed by two-dimensional (2-D) immunoblot anal. Furthermore, this 

bank of antibodies was used to identify by Western blotting a 

putative member of the ADF/cofilin family in the sea slug, Aplysia 

californica. 

REFERENCE COUNT: 44 THERE ARE 44 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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DOCUMENT NUMBER: 
TITLE: 



AUTHOR : 



CORPORATE SOURCE: 



CONTRACT NUMBER: 

NS40371 (NINDS) 



MEDLINE on STN 
2004131546 MEDLINE 
PubMed ID: 15023529 

LIM kinase 1, a key regulator of act in 
dynamics, is widely expressed in embryonic and 
adult tissues. 

Foletta Victoria C; Moussi Nathalie; Sarmiere Patrick D; 
Bamburg James R; Bernard Ora 

Molecular Genetics of Cancer Division, The Walter and Eliza 
Hall Institute of Medical Research, PO The Royal Melbourne 
Hospital, Melbourne, Victoria 3050, Australia. 
GM35126 (NIGMS) 



392-405. 



PUB. COUNTRY: 
DOCUMENT TYPE 
LANGUAGE : 
FILE SEGMENT: 
ENTRY MONTH: 
ENTRY DATE: 



AB 



SOURCE: Experimental cell research, (2004 Apr 1) 294 (2) 

Journal code: 0373226. ISSN: 0014-4827. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
200405 

Entered STN: 20040317 
Last Updated on STN: 20040506 
Entered Medline: 20040505 
The expression of endogenous LIM kinase 1 

(LIMK1) protein was investigated in embryonic and adult mice using a rat 
monoclonal antibody (mAb) , which recognizes specifically 
the PDZ domain of LIMK1 and not LIMK2 . Immunoblot ting analysis revealed 
widespread expression of LIMK1 existing as a 70-kDa protein in 
tissues and in cell lines, with a higher mass form (approximately 75 kDa) 
present in some tissues and cell lines. Smaller isoforms of approximately 
50 kDa were also occasionally evident. Immunofluorescence analysis 
demonstrated LIMK1 subcellular localization at focal adhesions in 
fibroblasts as revealed by co-staining with actin, paxillin and vinculin 
in addition to perinuclear (Golgi) and occasional nuclear localization. 
Furthermore, an association between LIMK1 and paxillin but not vinculin 
was. identified by co-immunoprecipitation analysis. LIMK1 is enriched in 
both axonal and dendritic growth cones of E18 rat hippocampal pyramidal 
neurons where it is found in punctae that extend far out into filopodia, 
as well as in a perinuclear region identified as Golgi. In situ, we 
identify LIMK1 protein expression in all embryonic and adult 
tissues examined, albeit at different levels and in different cell 
populations. The rat monoclonal LIMK1 antibody 

recognizes proteins of similar size in cell and tissue extracts from 
numerous species. Thus, LIMK1 is a widely expressed protein 
that exists as several isoforms. 
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DOCUMENT NUMBER: 
TITLE: , 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE : 



HCAPLUS COPYRIGHT 2005 ACS on STN 
2003:492205 HCAPLUS 
139:64332 

Methods for production of biochips and their use in 

cancer diagnosis and treatment 

Bignon, Yves Jean; Vidal, Veronique 

Centre Medico Chirurgical De Tronquieres, Fr. 

Fr. Demande, 79 pp. 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



CODEN: FRXXBL 

Patent 

French 

1 



PATENT NO. 



FR 2833969 
PRIORITY APPLN. 
AB 
and 



INFO. 



KIND DATE 



Al 



20030627 



APPLICATION NO. 

FR 2001-16963 
FR 2001-16963 



DATE 



20011220 
20011220 



The present invention aims at manufacturing biochips of very high quality 



their use in gene expression profiling for cancer diagnosis and 
therapy in mammals. 

REFERENCE COUNT: 8 THERE ARE 8 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L13 ANSWER 7 OF 10 HCAPLUS COPYRIGHT 2005 ACS on STN 
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INVENTOR (S) : 



PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2002:937303 HCAPLUS 
138 :20443 

Endocrine disruptor screening using DNA chips of 
endocrine disruptor-responsive genes 

Kondo, Akihiro; Takeda, Takeshi; Mizutani, Shigetoshi; 

Tsujimoto, Yoshimasa; Takashima, Ryokichi; Enoki, 

Yuki; Kato, Ikunoshin 

Takara Bio Inc., Japan 

Jpn. Kokai Tokkyo Koho, 386 pp. 

CODEN: JKXXAF 

Patent 

Japanese 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



JP 2002355079 
PRIORITY APPLN. INFO. 



A2 



20021210 



JP 
JP 
JP 
JP 



2002-69354 
2001-73183 
2001-74993 
2001-102519 



20020313 
A 20010314 
A 20010315 
A 20010330 
using DNA 
nucleic acid 



AB A method and kit for detecting endocrine-disrupting chems . 
microarrays are claimed. The method comprises preparing a 
sample containing mRNAs or cDNAs originating in cells, tissues, 'or organisms 
which have been brought into contact with a sample containing the endocrine 
disruptor. The nucleic acid sample is hybridized with DNA microarrays 
having genes affected by the endocrine disruptor or DNA fragments 
originating in these genes have been fixed. The results obtained are then 
compared with the results obtained with the control sample to select the 
gene affected by the endocrine disruptor. Genes whose expression 
is altered by tri-Bu tin, 4 -octaphenol , 4-nonylphenol , di-N-Bu phthalate, 
dichlorohexyl phthalate, octachlorostyrene, benzophenone, diethylhexyl 
phthalate, diethylstilbestrol (DES) , and 17-p estradiol (E2) , were 
found in mice by DNA chip anal . 
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10 HCAPLUS COPYRIGHT 2005 ACS on STN 
2002:150944 HCAPLUS 
137:41274 

Identification of novel targets of immunosuppressive 
agents by cDNA-based microarray analysis 
Cristillo, Anthony D.; Bierer, Barbara E. 
Laboratory of Lymphocyte Biology, NHLBI , National 
Institutes of Health, Bethesda, MD, 20892, USA 
Journal of Biological Chemistry (2002), 277(6), 
4465-4476 



CODEN: JBCHA3; ISSN: 0021-9258 
PUBLISHER: American Society for Biochemistry and Molecular 

Biology 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB The immunosuppressive agents cyclosporin A (CsA) and tacrolimus (FK506) 

bind to unrelated intracellular immunophilin receptors, cyclophilin (CyP) 
and FK506-binding protein (FKBP) , resp. The complexes of CsA-CyP 
and of FK506 - FKBP both bind to and inhibit the activity of the 
calcium/calmodul in-dependent serine/ threonine 

phosphatase calcineurin. We used cDNA microarray anal, to characterize 
early human peripheral blood T cell transcriptional responses 
following antigen receptor stimulation in the absence or presence of CsA 
or FK506, hoping to identify novel targets dependent upon calcineurin or 
immunophilins or, perhaps, specific targets of either CyP o r FKBP 
inhibitable by one drug alone. The array data failed to identify genes 
uniquely sensitive to only one drug, suggesting that transcriptionally 
regulated, immunophil in-dependent but calcineurin- independent targets fell 
below the limits of detection in this system. In contrast, transcript 
profiling identified and mRNA and protein anal, confirmed novel as well as 
known genes reproducibly induced or inhibited by both immunosuppressive 
agents. In this context, we show that transcriptional activation of 
StatSa and repression of the cytokine interleukin-16 are regulated by T 
cell receptor engagement and dependent upon drug- immunophil in complexes 
and, presumably, calcineurin activity. 
REFERENCE COUNT: 76 THERE ARE 76 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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ACCESSION NUMBER: 2001:775265 HCAPLUS 

DOCUMENT NUMBER: 136:132090 

TITLE: Investigation of differentially expressed 

genes during the development of mouse cerebellum 

AUTHOR(S): Kagami , Yoshihiro; Furuichi, Teiichi 

CORPORATE v SOURCE : Laboratory for Molecular Neurogenesis, Brain Science 

Institute, RIKEN, Wako, 351-0198, Japan 

SOURCE: Gene Expression Patterns (2001), 1(1), 39-59 

CODEN: GEPEAD; ISSN: 1567-133X 

PUBLISHER: Elsevier Science B.V. 

DOCUMENT TYPE: Journal 

LANGUAGE : Engl ish 

AB Before the discovery of DNA microarray and DNA chip technol . , the 
expression of only a small number of genes could be analyzed at a 
time. Currently, such technol. allows us the simultaneous anal, of a 
large number of genes to systematically monitor their expression 
patterns that may be associated with various biol . phenomena. We utilized 
the Af fymetrix GeneChip MullK to analyze the gene expression 
profile in developing mouse cerebellum to assist in the understanding of 
the genetic basis of cerebellar development in mice. Our anal, showed 
81.6% (10.321/12.654) of the genes represented on the GeneChip were 
expressed in the postnatal cerebellum, and among those, 8.7% 
(897/10.321) were differentially expressed with more than a 
two- fold change in their maximum and min. expression levels during 
the developmental time course. Further anal, of the differentially 
expressed genes that were clustered in terms of their 
expression patterns and the function of their encoded products 
• revealed an aspect of the genetic foundation that lies beneath the 
cellular events and neural network formation that takes place during the 
development of the mouse cerebellum. 

REFERENCE COUNT: 10 THERE ARE 10 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L13 ANSWER 10 OF 10 MEDLINE on STN 



ACCESSION NUMBER: 1999060134 MEDLINE 
DOCUMENT NUMBER: PubMed ID: 9843575 

TITLE: Nck-2, a novel Src homology2/3 -containing adaptor protein 

that interacts with the LIM-only protein PINCH 
and components of growth factor receptor kinase 
-signaling pathways. 

AUTHOR: Tu Y; Li F; Wu C 

CORPORATE SOURCE: Department of Cell Biology and The Cell Adhesion and Matrix 

Research Center, University of Alabama at Birmingham, 
Birmingham, Alabama 35294-0019, USA. 

CONTRACT NUMBER: DK-54639 (NIDDK) 

SOURCE: Molecular biology of the cell, (1998 Dec) 9 (12) 3367-82. 

Journal code: 9201390. ISSN : 1059-1524. 
PUB. COUNTRY: United States 

DOCUMENT TYPE: Journal; Article; (JOURNAL ARTICLE) 

LANGUAGE : Engl i sh 

FILE SEGMENT: Priority Journals 

OTHER SOURCE: GENBANK-AF047487 

ENTRY MONTH: 199902 

ENTRY DATE: Entered STN: 19990216 

Last Updated on STN: 20020420 
Entered Medline: 19990204 

AB Many of the protein-protein interactions that are essential for eukaryotic 
intracellular signal transduction are mediated by protein binding modules 
including SH2, SH3 , and LIM domains. Nek is a SH3- and 
SH2 -containing adaptor protein implicated in coordinating various 
signaling pathways, including those of growth factor receptors and cell 
adhesion receptors. We report here the identification, cloning, 
and characterization of a widely expressed, Nck-related adaptor 
protein termed Nck-2 . Nck-2 comprises primarily three N-terminal SH3 
domains and one C- terminal SH2 domain. We show that Nck-2 interacts with 
PINCH, a LIM-only protein implicated in integrin- linked 
kinase signaling. The PINCH-Nck-2 interaction is mediated by the 
fourth LIM domain of PINCH and the third SH3 domain of Nck-2. 
Furthermore, we show that Nck-2 is capable of recognizing several key 
components of growth factor receptor kinase-signaling pathways 
including EGF receptors, PDGF receptor-beta, and IRS-1. The association 
of Nck-2 with EGF receptors was regulated by EGF stimulation and involved 
largely the SH2 domain of Nck-2, although the SH3 domains of Nck-2 also 
contributed to the complex formation. The association of Nck-2 with PDGF 
receptor-beta was dependent on PDGF activation and was mediated solely by 
the SH2 domain of Nck-2. Additionally, we have detected a stable 
association between Nck-2 and IRS-1 that was mediated primarily via the 
second and third SH3 domain of Nck-2. Thus, Nck-2 associates with PINCH 
and components of different growth factor receptor -signaling pathways via 
distinct mechanisms. Finally, we provide evidence indicating that a 
fraction of the Nck-2 and/or Nck-1 proteins are associated with the 
cytoskeleton. These results identify a novel Nck-related SH2- and 
SH3 -domain-containing protein and suggest that it may function as an 
adaptor protein connecting the growth factor receptor-signaling pathways 
with the integrin- signaling pathways. 
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TI An isolated LIM domain kinase polypeptide useful as a 

model for developing human therapeutic targets, to aid in 
identification of therapeutics and to serve as targets for developing 
kinase activity modulators in cells; 

recombinant enzyme protein production for use in disease therapy and 

diagnosis 

AU YAN C; KETCHUM K A; DI FRANCESCO V; BEASLEY E 
M 

PA PE CORP NY 

PI US 6403353 11 Jun 2002 

AI US 2001-978197 22 Mar 2001 



PRAI US 2001-978197 17 Oct 2001 
DT Patent 
LA English 

OS WPI: 2002-536038 [57] 
AB DERWENT ABSTRACT: 

NOVELTY - An isolated LIM domain kinase (LIMK) 

polypeptide (I) having a fully defined sequence of 255 amino acids as 
given in specification, is new. 

DETAILED DESCRIPTION - An INDEPENDENT CLAIM is also included for a 
composition comprising (I) and a carrier. 

BIOTECHNOLOGY - Preparation: (I) is prepared by standard recombinant 
techniques . 

ACTIVITY - None given. 

MECHANISM OF ACTION - None given. 

USE - (I) can be used as a model for the development of 
human therapeutic targets, aid in the identification of 
therapeutic proteins and serve as targets for the development of 
human therapeutic agents that modulate kinase activity 
in cells and tissue that express the kinase. (I) can be used as 
a query sequence to perform a search against sequence databases to, 
identify other family members or related sequences. (I) is used to raise 
antibodies or to elicit another immune response, as a reagent in 
assays designed to quantitatively determine levels of the protein in 
biological fluids,' and as markers for tissues in which the corresponding 
protein is preferentially expressed. The kinase proteins 
isolated from humans and their human/mammalian 

orthologs. serve as targets for identifying agents for use in mammalian 
therapeutic applications, and biological assays related to kinase 
proteins that are related to members of the serine/threonine subfamily. 
The proteins can also be used in screening assays to screen a compound 
for its ability to stimulate or inhibit interaction between 
kinase protein and a molecule that normally interacts with the 
kinase protein. The proteins also provide a target for diagnosing 
a disease or predisposition to disease mediated by the peptide, and in 
pharmacogenomic analysis. The peptides are also useful for treating a 
disorder characterized by absence of, inappropriate or unwanted 
expression of the protein. The proteins are useful in drug screening 
assays; end point assays to identify compounds that modulate 
kinase activity; in competition binding assays in methods 
designed to discover compounds that interact with the kinase; 
as a target for diagnosing active protein activity, disease or 
predisposition to disease in a patient with the variant peptide, . 
particularly activities and conditions that are known for other members 
of the serine/threonine kinase subfamily proteins. 
ADMINISTRATION - No details given. 
EXAMPLE - No preparative example given. (82 pages) 

CC THERAPEUTICS, Protein Therapeutics; GENETIC TECHNIQUES and APPLICATIONS, 
Gene Expression Techniques and Analysis; DIAGNOSTICS, Molecular 
Diagnostics; GENETIC TECHNIQUES and APPLICATIONS, Genomic Technologies; 
BIOINFORMATICS and ANALYSIS, Databases 

CT HUMAN RECOMBINANT LIM DOMAIN SERINE, THREONINE 
PROTE IN- KINASE SUBFAMILY, APPL. HUMAN THERAPY, 

DIAGNOSIS, DRUG TARGET, DRUG SCREENING, QUERY SEQUENCE, DATABASE, TISSUE 
MARKER, PHARMACOGENOMICS MAMMAL ANIMAL ENZYME EC-2.7.1.37 PROTEIN 
SEQUENCE (21, 52) 
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